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^SMMI^IWifcov^TWu Minasf>> S i t t i ng e r, Nau gh t o 
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%nfo/m®m&®*m^iz4>\£# (in vivo) -eo$fe#M^j (w^tf, # 

[0 0 0 3] 

Wryn-ft LtS^Ot^itt^/yXf *OfUffij&*&ftS*iTi3 v. V a c a 
nt iMi, ^'Ja-^atftR^l^ (PLGA) *«t&ffi8c-?#?U*ft 
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atu^^tft, 3t/^±^ws«i, c) a«Lfc»«*i*fflie*L-c, * 

« »H«r US***" & ft £ ±f2H#x#-?L&3t##^»iI£K * o 

[0 0 10] 

1Mb, AMrtX^/Xfi^^ttl. i t ^ f> ft S H^TcIl^^oMft 
[0 0 11] 

n^^^mmmm^AiimM^Rxryxi.i^.^x^mi-^^tizx *k wit 
[0012] 

*5&9g©jffl«W^<^H^:5c^5Ltt3t4*frtts 1 0 ^ mJ^Lh 5 0 0 ^ m£lT, ?LR 2 
[0 0 13] 

_bfB?LO?L@(i 10^ m£Lt 5 0 0 ^ mJSTF*e* *) , *Hli&**.7J»rfB-Ctf»o$|t*LK < v**H 
3t<Z>«tfiitf>jftj&» ^ > & * L < »i 2 0 // m«l 15 0/u m£TFt?& & » ±ie?L<7)?L^ii 2 0 



2003-289744 A ^-v I 3/ 



[0 0 14] 

5 0 %JSLt, ^L<li7 0 %JSJUb7& ? , ?Lf 10// m&T^*a/HLt?:5>>fc£*&$*i;fc 
I 0 0 1 5] 

7 0-9 5%(r>%<OH) t X lv^ 0 lit" r^spJ fc»±% 3tEM*K*5»t*8£K 
[0 0 16] 

[0 0 17] 

& o 

[0 0 18] 
[0 0 19] 

nam. mmm kx& miWM^tf&if s>*i&o 

£ „ st,i:D-b t * c: t \z x *) , ^olMA^IM fcfr 9 c ^ &x- # 

tBSE# 2003-3094217 



^ mm 2003-289744 ^ ^- V : 4/ 

£*tKJ:«K ~;£<OW (SSfgilB) K> affl)&^#Ji,K®$T-#&?LS5 0~ 1 5 0^m^ 
[0 0 2 0] 

O # 5U$3d##?> ti # m.fe £ ft & v> ikm^M "C^rt flfc ifc 3 *l S 

-«^L^ 0 Z.<7>£ J )%i£&m&&ttfte>Mt LXii, # 'J if V a - 

[0 0 2 1] 

**W-Cfeffl$ttS^'J =i-^BlfclLafcfcO*^# (PLGA) ^O^m^iiLTli 
. $nj 3-;>ii:|Lit©liM> 9 9 : 1~ 1 : 9 9t»*S*t^ §1:7 5 : 2 
5-2 5 : 7 5t3b4*t^WJLv> 0 Sfc, tO*S^t:ov»Tfe % fLB*W4> 

[0 0 2 2] 

t-ISo *S&9§<Z>£8H$OJ£$W\ t< l±5 O^m-l cmU*4. tF^I 

[0 0 2 3] 

a) $tMlf^Mi:»U 

[0 0 2 4] 

ffi.*<oG%kfeM*m^&Zt-t>*X'%&tf, ft* L < ti*nn*juA, yf^t>, #';.x. 
[0 0 2 5] 

ittfx #^ftot6«EJi*S&*®*tJcov»Ttt, t^rttffltii ttfx&z 0 
[0 0 2 6] 

J: &Bffcli, < t i> 3 , C/^0®Jg@T> i) 3 r/^jio^in^mt * 

mim&mmi*. 3&Mm&**m»mKmm Lxntzm&znmzm l&a,** *> <r> * - 

mfiF3# 200 3- 3 094511 7 



2003-289744 A ; 5/ 



[0 0 2 7] 

a ) U 

c) ^Lfc^^X^^LT, «M£|5fci£U 

[0 0 2 8] 

* m tzTW><DTMfr h sit & c b i> x # £ : 

b) ^WIM^^* «£ ^ 

c) ll$£L£&&£±f5M#K^L&A,/i^ 3 'C/fr&±<Dl$mMmx<HL1& U 

d) ^L7t»$:^^LT, «!M«*U 

e) *4^m^7K^HJ: «9 B^^-T-So 
[0 0 2 9] 

CIC-C, %L®ii&tl^ *i^5 0 0 O^m^T^ttlll^U KC K NaCl 
, C a C 1 2 Wi^iitl, ^-ST^^-^A^, h V *A<t>J: ^ &;fr$| 

tMOt^tfc LTte, L< 50- 2 0 0 0^ nu J: fjffi t < tt 2 0 0 -8 0 
0 /u mXh2>o 

^m^m^tz^mm^mx^yt^ii^w^wmLtzm^ %-w^w^(o 1 

- 5 0 %xm%&tmMK X ZlMWMZft, »DO50%-99 %-e±IB»ft3&RO?L 
5Wj*S*fc#iii:fc4 0 
[0 0 3 0] 

fu rail t Al^fcrtS tf/X *±&#rt * ^Xtg^-T *Zblz£i)&btL& 0 
[0 0 3 1] 

^n, jfmu mm. m. wm. Mm, mm, mm, mm, 

[0 0 3 2] 

ffiSE#2 003-3094217 



2003-289744 ^ ' ^ 

*w««+kLv»t, rAxawrtt?**! ^ 

&*e>£fl*#«>K»l/l om±<o5i*OiEH, jij^Wfcttl. 5X10 MP 
a~2. OMPa-C**. ^#»«**v>l***tJ: » *ftv»5ME"C** • 

^m^^^ti^mmmm^t^ i^Ltz^Ainmm.^^^ pbs ( 
v >mMib&m&m) 2 5 tck-c 3 0 ^awm A ^'^- K0 - 1 m 

, ASTM: Dl 6 2 1-9 4 MU V -7 T" 7 >f «f- T A- X T 2 i C 

stable Micro Sy s t emstti) J #*©«WWf^ HCiOttt 
& t i: £ -I) o 



kSv>?5S?s^kj: ^^4=»ni^^t, *********** 

[0 0 3 8] 



miE# 2003-3094217 



0#I2OO 3 -2 8 9 7 4 4 ^ ^-v: 7/ 

9 6^W1/-H: 1 0 5 ~ 1 0 7 i/^^iH^A^t^tt^Jftf^ 
[0 0 4 0] 

, bFGF w&&m*wmmmmm=r-) , bmp (»b?) s tgf-/? (^m^t 

JSH^/S) •> IGF Wy*WWimM=f-) , PDGF (JfiL/J^*5fci#?itB^) ^Ol^ 

01-lOOOju g/m 1 tttZ, £7ffi1}\}~?2>Zttftfti L</^ 0 
[0 0 4 1] 

[0 0 4 2] 
[0 0 4 3] 

Hi k t ;v s s T > Tjv- < & t h Ufr&iM& L x & O „ -<oifl ^IE#ito^#S 

3&jfc«>« ^m^m^im^tz^mK^x, mm^ommuM 

[0 0 4 4] 
[0 0 4 5] 

[0 0 4 6] 

[0 0 4 7] 

(#Ofe0Ul) PLGA5#WM 

fcBiEijf 2003-3094217 



^ #H 2003-289744 ^ ^- >? ; 8/ 

£#»£-te*m-c $>&%Wt/yV3- /Hfcfcfi^flt (M it = 75:25) 
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fc»#U ^m#M.'&fc<7>mBtZ 4MM%l,zm&L*: 0 **7^WSL/;i^C, 

IS* h ftjft ^atfif L r (5 IC/^O ftgiaft) , - 0. lMPat4 8H 
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-lsizunfrz&Ls &smmm*?tz.2>mi&®zm^T 3 o r pmoEHEft-t*ttiii«« 

X^fc¥» (ELISA:Enzyme-Linked-Immuno-Sorben 
t -A s s a y) fclMBLfc. 

COP L GA3L«H!*:*M^-cft«$*Lfc*S«S:#o»««t± % H3 fcjjsSftfc J: ■) lege* 
*Jfiaio^«^tt*< % *AHt#«M&t*#^^j:ofc^a8*#tTv»fc (113) ci 

4M?T-is>jm&m"c-srmitL. eli s ak* o«#n#a»*Vn 
mmmvumsMtbtitz (me) 0 

ttz, ^ni-b<Dmmmx^mLtzPLGA-^w^m^tzmmi>mmi l zmmL, it 

[0 0 5 3] 

3 ) #»W2rifc-efls« Lfc P L G A3tW#0«M&«#|61fc« 
M 1 - a ©MSt^SL^P L G Ai#ft (3C*H*Afci-*) K*#JMIJft*»tt 

5mm ) fcJSSU -ft<bK5 X 1 0 7 ffi/m 1 ©Mi&JgKfSSil L^|fttiS$ 
3 0^1 -n^Syt-V±flS|^ftL/;t, 
itaL^*4.©ttt*tILfe (*1) o 

mwi-*v&mmmz£&i><Dt®m<om%x&zztibmmztitzo 

[ 0 0 5 4 l 

(itmm 2 ) «©MffiSt^I U;PLG A3t«F#OjWfl&«^Sg 
«*ft«^IU:PLGA^ (S3H*Bfc1-*) fc, 
*<&»fi«aMBfc«ltL;fco i^^a^PLGA5t##ii, MikostOM (B 

i oma t e r i a 1, 1 9 9 3#, 1 4*, 3 2 3 - 3 3 01) K^W^3££*U 3t3f 

•ROllULfcifioMJi, liftman KiE«$;fcfc:fr*fcfc J: ijffv^ l 
[0 0 5 5] 
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30/j 1 


3 0 u 1 


wm^tzMj&m (a) 


1 . 5X10 6 i 


i . 5 x i o 6 na 




1 0 u \ 


1 0 u 1 


^mufci^ia^^^^c (b) 


~5 00i 


~ 2. 5xio 5 i ; 


2IW«^ (b/aX100) 


0 . 0 3 3 % 


16. 7 % 



[0 0 5 6] 

(warn 3 ) fe&&v<%®i&mmx"tti$i l^plg A3c&tt.<Dfflmi%wm 
*<Dm^s mmm 3 -e^ l £ «t ? izxz icnmmm l tzmm<n 99% zun l 

ZKlMtvtZo 
[0 0 5 7] 

mmm 4 ) ^m^m-o^Lfz plg A^w&itm ^xitm l^s^*^^^ 

nMwi-a<7>&mm&x4mLtzi?LGA3:n®- (^#a) tc^#«^^aur, 
zvm.mmmzikmLtzo ^'wmm^mm, ^wfc^<DmmRvmnLtzmM<Dtgmi* 
$kMM2 K^m^titzurnKx vfr-Dtzo ^wi^A^mm^mm^k3 ohi^^l 
^ m.^&jmmiz&Lfzo tmvm-v^-? v*~> >; > • ^ypk^RVT;v 

m7frt>tefr& £ 7 fc. 2(s:^<7>P LGA^m^m^X^WkLtz^m^it, ikfc$k& 
i: iJ t3T|WI^O|iJ3t ®m * ^ L . T ;v -> 7 > f )l> - & m± ^IL/:, 

tfc* ^m^ji -b©«-eftn/:P LGA%wfa*m^tznmi>mm~mmL, m 

mm 1 - a (OMtliSt: «t & <?) t W oft*-?* Sit «|S $ tLfco 
[0 0 5 8] 

(Jt^j4) m&m v&mmm) t^si^p l g A^#^iv^mL^ttf « 

&mM2<D3cwfoBzm^?zLmii, mmw4 tmmzft^tzo ^^117 k^l^o 
i7^ibw^j;^:> vt&m (^.-mimm) tzxzp LGA3cwfo*m^xft%kLtzigm 
tf^aiMgi^ *%wjjmz£z, p l g A^#^fflv>T^t7t^«$^#com^ 

^Jftft Jfc'* *6 T S L v*fc <D X & <o tz o 
[0 0 5 9] 

mnm 5) 3;n^>m^#sfc#o^^^^i-^jm 

#lifc#!)2 KffiiRSfrT^feKJ: »K lfc#*fflJ&£I«U C 1 - a Oit?#ffii£-e 
f^SL?tPLGA$jf^:«ttL/: 0 i^)^#:^, M5 0//g/mlO7X3;i/e 
^Sr-g-tfHam' s F - 1 2 igifc £ . T 7s a )V \s>m*St %\<*i%lllX 2 M^Ht L 

^ w.^m&<DMj&m*T)i'i'Ty7')i'-<7)% i &fei l z£ vmtLfzo 
mm i - a wttiffiias & o t ^©gi-c^^iusii^n^ 
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[0 0 6 0] 

mmm 6 ) w ^ nv^^i«t# o^ (: ^ (Jtii 

**fU2 ^fBm^aTt^^J: t), ^#»^p^L^ 9 6^J#*yi^- bcoi^l9 i 
xiO_ 6 i^WM, C0 2 ^>^^-^-rtt:i6^ffU 70n7^ 

***fffc*v>Tft«LXi»«fcOT^'>r>^-ifefett*JtttL/S (09) . 

Sfefett tt. v * n v * t&m * ft t> % <d K J£^ X M$f-X-$> o fc o 
[0 0 6 1 ] 

(mmm 7 ) ^#tfc#<o^3&Mj£ 

1 - a Ottftffl&TftaK UcPLG A3£»fr*fflv>, |H«j 2 K|E1R$*Lfc;frifc-e 
f«L> $«blClt@6. 5mm, J?* 1 . 5 mmlc^Lrt:ig*l&#^E v'i-jvfc, PB 

t4fc^, £Af2. 5X10- 4 MPa^miM £ 0 (^^WE) , Jctfl* 
1. 5X10 2 MP a Zm-f&m&Z e 1 5 fc U 

u M*a* e i5Ho. i oiiJni-*iBojEiiejE&*ogg'fb^uT#ffiu*: (mi o) 0 

JEfttt. ASTM:D1621-94 KigS§Lfc±fBO 0**7^-7^7^* 
-TA-XT2 i (Stable Micro S y s t e m s tt«) J ftJROflfflffllffWf 
V7Hexture Expert Ex c e e dOviiTJKCf v\ ffof; 0 11 
0 r^##J 1-aOPLG A3fc*H*o*fc PBS ^Wffc U?t O T 

t>/W««fii^O.;Htl^ 0 T2W, 3Wx 4WJ tit 

[0 0 6 2] 

(*ifiw 8) plg PL%¥Hfc*m^ttmtt<nvm 

* imnZk&mJk (B i o wh i t t a k e r *t$Q 7. 5 X 1 0 5 1 0 % * vjfc 

M?|?-»L^GIBCOttllDMEM^^v>t^tL, — dlffilfe, $J 1 O-fgO^ 

[0 0 6 3] 

25 * D ^H (KGry) T* 7 «B LfcfSJfefl! 1 - a O&teffiSc-CfliR L£ P L G A 
fcJ:iBWI**»ffllfla (Biowhittacke r*t«) ££*##1 C m 3 i0lxiO 

> HJff**3:»##»*L«SJKKJpit, llft#MF*Lfc 0 2 0mlOGIBC 

OttlDMEM^t (lOng/ml TGF-/9 3, 5 0 ^g/ml7Xn;nf>i2 
1 0 0 // g/m 1 \£n>\£ >mi- h V 4 ITS- 

plus (Collaborative Biomedical Products)) 

v>r3 o r pm^m^xmrn^m^ft-otzo mmig&mi&fei a bb a 
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